Activepharmaceuticalingredientsaremainlycrystallinesolids, andmanyexistaspolymorphsandsolvates.Thedifferentsolid formshavedifferentphysicochemicalproperties,bioavailability, stability, and solubility. Therefore, characterizing polymorphs andsolvatesisveryimportant. 1 Epalrestat (2-[(5Z)-5-[(2E)-2-methyl-3-phenylprop-2-en-1-ylidene]-4-oxo-2-sulfanylidene1,3-thiazolidin-3-yl]acetic acid, Fig. 1 ), a potent aldose reductase inhibitor, is used to treat diabetic peripheral neuropathy. 2 The crystal structures of the ethanolsolvateandthenon-solvateformhavebeenreported. 3, 4 In this study, we prepared single crystals of the epalrestat methanol solvate and characterized the crystal structure using X-raydiffraction.
Single crystals of the methanol solvate were obtained from methanol (JIS special grade, ≥99.5%) by slow evaporation at room temperature (~20˚C). Slow evaporation of the methanol solutionat35˚Cinachamberalsoresultedintheformationof singlecrystalssuitableforX-rayanalysis.Anorangeprismatic crystal measuring 0.3 ¥ 0.2 ¥ 0.1 mm was used for X-ray analysis.The crystaland experimentaldataaregiven inTable 1.Thestructurewassolvedbyadirectmethod(SIR2008), 5 and refined by a full-matrix least-squares procedure. All hydrogen atoms were refined using a riding model. Most calculations were performed using the CrystalStructure crystallographic software package. 6 Mercury ver. 3.1 was used to calculate the best planes, and to measure the distance between two planes relatedbypseudo-centrosymmetryandtodrawthem. Theasymmetricunitiscomposedoftwocrystallographically independent epalrestat (EMA and EMB) and methanol molecules(MAandMB).AnORTEPdrawingofepalrestatis shown in Fig. 2 . The dihedral angles between the methylpropenylidene (defined by C3A, C6A-C9A and C15A) and the phenyl moiety (defined by C9A-C14A), or the Consequently,themethanolsolvatecrystalhaslowerplanarity thanthenon-solvateone,aswellastheethanolsolvateone.
Observations of the intermolecular interactions (Fig. 3 ) revealed that two epalrestat molecules and two methanol molecules formed intermolecular hydrogen bonds between the proton of the carboxyl group and the carbonyl group of the rhodanine ring (Table 2 ). In comparison with an epalrestat ethanol solvate, a significant difference is found in the hydrogen-bondingnetwork.Inthiscrystal,thehydrogen-bond networkisextendedalongtheb-axisasa zigzagmotif (Fig.3) , while in the ethanol solvated one, epalrestat and ethanol molecules in an asymmetric unit, formed a pair molecule by hydrogen bonds. The hydrogen bonds exist between two pair moleculesrelatedbythecentrosymmetry,likeadimer.
The crystal packing was different from that of the ethanol solvate (Ref. 3) . In the this solvate, two epalrestat molecules formedanextensivestackingpair,andwererelatedbyacenter of symmetry. In contrast, in the methanol solvate, two epalrestat molecules were related by pseudo-centrosymmetry. The stacking diagram of the methanol solvate in Fig. 4 shows thespacingbetweentwoparallelplanesrelatedbyasymmetric element. The stacking distance between the best planes of the phenyl moieties of EMA and EMB and the hydrogen atoms (H4B2 and H4A1) of carbon atoms C4B and C4A of neighboring EMB and EMA were 2.89 Å and 2.71 Å, respectively. Therefore, the stacking pairs show CH-p interactions. 
